Nucleoticidin
and melanocidins A and B exhibited potent inhibitory activity against 5'-nucleotidases from rat liver membrane and snake venom. These inhibitors are polysaccharides with highly branched side chains having at least disaccharide units. This conclusion was supported by the results with polysaccharides of known chemical structures.
The inhibitors showed non-competitive inhibition with respect to AMP, and urea-treatment caused a marked decrease or a disappearance of the 5'-nucleotidase inhibitory activity. Therefore, it is concluded that steric factors also play an important role in their inhibitory activity. were determined by the method described previously2).
Urea-treatment of Polysaccharides6)
Polysaccharides were reacted in 8 M urea solution at 70°C for 6 hours. The urea was removed mostatin were assayed for inhibitory activity against 5'-nucleotidase from snake venom (Crotalus atrox) and rat liver membrane. However, these compounds did not show any inhibitory activity at 20 pig/ml. Therefore, the inhibitors we reported previously, nucleoticidin, melanocidins A and B, are useful reagents for 5'-nucleotidase study as well as for study of immunological system. These inhibitors are polysaccharides and seem to have no structural resemblance to the substrate, AMP.
Kinetic analysis of inhibition of 5'-nucleotidase by nucleoticidin, melanocidins A and B and mannan with partially purified enzyme from snake venom (Table 1 ) supports this concept, showing that these inhibitors showed non-competitive inhibition with respect to AMP.
To clarify the relationships between structure and inhibitory activity, known polysaccharides and chemically modified inhibitors were tested for activity at 200 jig/ml with the results summarized in Table 2 . Of the compounds, nucleoticidin was the most effective, showing 50% inhibition at 40 tag/ml in our assay system. we noted that urea-treatment caused a marked decrease or disappearance of the activity (Table 3) . 
